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(54)Title: CARBAMOYL TETRAHYDROPYRIDINE DERIVATIVES 




(1) 



(57) Abstract 

Carbamoyl tetrahydropyridine derivatives represented by general formula (1) and being efficacious against CRF-related diseases; 
medicinally acceptable salts of the same; and intermediates for the preparation thereof, wherein R' and R^ are each independently hydrogen, 
C1-C5 allg'l, or the like; Y'-Y^ is (R'')C=C(R'), (R*)C=N, N=N, (R')N-C0, or N=C(R*); X', and X' are each independently hydrogen, 
halogeno, or the like; R^, R*, R' and R* are each independently hydrogen or alkyl; R' is hydrogen, C1-C5 alkyl, or the like; and R* is 
hydrogen or carbamoyl. 



(57)»^ 




. R ' R ' m - X \t m o X 7k m m ^ . c 



- 5 T /V ^ S 



Y'-YMt (RM C = C (R^) ^ (R') C = N. N = N. 
(R^) N-COXfiN=C (R«) . X \ X^^rj^XMtlH-Xft^ 
jfeoTTK^i^^. ^l^^^m. R\ R\ R'RXfR'\tm-Xlt 





LT y h7~7 
LU /W^'-tVT'/W^' 




MG -^^iST^iiiv 




wo 00/53604 



PCT/JPOO/01468 



m m m 

H, mmi^. 0i'M^ :fe^^5I^a/'cJ:^Corti CO tropin Releasing Factor (CR 

im(D7^ ym^<^^^^)V'e>'V$)y) (science, 213, 1394-1397. 
1981;J. Neurosci., 7, 88-100, 1987) , UXlZti-r^^i^^mo^mmU 
SiJ^mfcbTVi^;it/{/t^lt^nTVi§ (Cell. Mol. NeurobioL, 14, 579-588. 
1994; Endocrinol., 132, 723-728, 1994; Neuroendocrinol. 61, 445-452, 1995) « 

^m^t^mnm^\zi^^^xnmBim!^mtvxmm-r^2-o0mm^^^ (in 

Corticotropin Releasing Factor: Basic and Clinical Studies of a Neurope- 
ptide, pp 29-52, 1990) o Tmi$im^'7yhRnJE'^'7yV\ZCRF^m^\H^ 
^-t^t^yy hX^^mm^ (Pharmacol. Rev., 43, 425-473, 1991; Brain 
Res. Rev.. 15.71-100, 1990) -fymm-^tl^o •rtjit>t>. CRF«^g^^T^-T 

mi^-wmmizM-r^m^t^mnm^iz^^^^xm^mmmtLxmmr^m 

CRF-fym^hTzmiBM. 1 9 9 1 ^tCOwens:g^r;Nemerof f (D^^IJ^ (Pharmacol. 
Rev., 43. 425-474. 1991) Izmt^i^tlX^^^o ^-om. 7 

ttT^/0^^, mmm. mm.5t. mnm. m^nmizhcRF-fym^Lx^^^t 

j^/^^^^nrVi^ (Brain Res. 545, 339-342, 1991; Ann. Neurol. 31, 48-498, 
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1992; Dev. Brain Res. 91, 245-251, 1996; Brain Res. 744, 166-170, 1997) 

z.t^^. c R F ^m^i^mmit :in^ mm(Dmmm t l t t § o 



c R F izm ^^mm^^^tmrnti ;i/ a*^ h ^ t h n if u v > 



r3 




[1] 




Y'-Ynd;(R') C = C(R'). (R')C = N. N = N. (R 0 N - C OXttN = C 
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Ci-s7)V^)im. Ci-s7)lZi=^iym. Ci-,7)l^)V^:tm. h^)y)V:tU^^ 

R^^(R^^) {^^. R''isi.rSR''\m-x\mt^-DX:^mmj-x\tCi-s7)v^)v 
m^^tf}\ x\tR''jsi,UR''\t-mztsi'Dxmmir^^mm'ftmz^ 



(^^. BI*CH2> NH, N-Ci-5T;V^;I/> OXUSXh^o ) T^$n§5 
(R')T^D, R^RXSR'f}m-X\tl^tSi'DX7i<.mX\t;^^)Vmx^^i\:^!^mf)^ 



R'\t7i^mM'^x\tCi-B7)v^)vm^mL. R'tR'\tm-x\mu^ 
x7mMj-x\tc.-s7)v^)vm^^L. x'\t7m&. mmmi-. M^mmi'xit 
a^mmi-^^L. x'ttAD^^MT. Ci-s7)v^)m. Cl-57;^^4^xS, 

^ If n D If U 5 >5 >SI##:T ^ ^ o 



B 



N 
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NC NH2 Br 



■Br 



[3] 



ttADy>M^, Ci-sT;P^;1/S> Ci-s7)Vu^iy^. Ci-s7)V^)V'^:^m. 

CONH2 



T^$n^4-x«5-:^7;i/A*^:-i';i/- 1, 2, 3, 6 -T-h^t FntfU V>XH 

[ 1 ] lC:fett^ (R R ' N C OScDg^^SH 4{4Xtt 5 liTfe^o 




H 
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c i-s7)v^)v^:tmt\tum'^x\t^mm^(D^mm'?^ i ~ 5 m(D7)v^)v 

p^^;P75ys, x^ji^75/s, vx^;i/757a, 7'otf;i.75ys, 

Ci-57;i^n:^>-;^;i./}^x;i/y^;i/»ttt, 

~5f@(Z)7;i^n:^SxSTS^$nfc:^3;i/fc;i/y5^;i.S^:t*b. ^iJ^J^y 

v;^ ;i/4^x;i/y ^/^/^^^tf ^ n-Sc 

-y^;i/;^;wt^i';i/y5^;ug, N,N-xy^;v;^;wt^^;i^y^;i/S> n-x 
^;u;^j;i/A^iE<;i/y5^;i/S. N.N-i^x^^;!/;^?;!/^^-^;!/^^^;!/^, N-y°nb° 
;P;^7;wt^:^;i/y5";i/S. N.N-v7'ntr;i/:j!j;w\'^-r;i/^5";PS, N-^yy 

^[13. [2], [3] W[4]©^t:^t!«, \^xy\z^'^xm^-t^Z.hifi^^:!b 
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ay.T(DRm^^. R\ R\ R\ R\ R'. R\ R\ R\ Y'-Y\ X\ 

x\ x\ x*Rnx'\mmtnMmi:$>^. r' tR'°\m-'X\mt^'Drc, 



r3 




A^h^it-TH. :^hU'^AXb^it-r H\ tl'J^A tert-7' h^it< H^(Z)7 
1, 2 -v^ h+^>Xi57>^(7)x-5^;i/^, ^>-if>. h;i/x>#©^'fi^7K^ 
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4-:^3;Wt^-f;i/-l, 2, 3, 6 -xh^tHatf U v>il«#:(4)«. N-^ 

5^;i/-4-7;i':3^>'t/;i/^-;i^- 1, 2, 3, 6 -xh^t Hatf u v>(5)o^ 

^;i/S(Z)^mt^n{Ci^< JP7K:5>^{C j:oT^fi£$n^ 1 , 2 , 3 . 6 -X h ^ b H 
nfcfU>'>-4-;^j;V3j^>m(7)SN-'£l^m, 7^ hMb, JK£N- B o c 

NHS§tert-7>^i/:t»;i/:!j^x;i/S (Boc) Tf^a-T-S <h ^^L, 
(Bo c)20#&fflVi^il^©:^?*TN-Bo c^k^ff -pilt/J/^^T^^o 

fiJ^m^DU FXMyns H^(7)MA^-f Fgd307 5 Y%L. ^uu 
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mm&(D7^]^i\:. x\ti - (3, 3-s^^f^;i/7 5/ynh°;i/) -s-jl'^M 

Tc-mmt^rs. bMb^^To JI^JN-B o c i:tj:-^e^fci:B o c §SfS 

ilii^^-To XX7";l/CDin7X^^S> N—^^iROTN-Bo cfd^V^TttPROTE- 
CTIVE GROUPS IN ORGANIC SYNTHESIS, THEODORA W. GREENE and PETER G. M. WU 




(14) ^ 




Boc 



Boc 



Boc 



(13) 



(15) 



(16) 




H-N, 



Boc 



Boc 



(17) 



(18) 




H 



(12) 
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5-tJ)Vn'^-(}]^-l,2, 3. 6 -T^h^fc HntfU v>^^#:(l 2)«, N- 

^ViTiP7K^^?JcJ:oTSI#$n§N-Boc- 1, 2, 3. 6 -7" h ^ k H n k° U 
>- 5-;i?;i/7j^>m(l 8)J;D, MEN-Boc-l, 2, 3, 6 -x h ^ t F □ tf U 
v>-4-;^7;i//j^>i?(9)/0^e)4-;^;i/;t^-r;i/- 1, 2, 3, 6-T-h^kFntf 

;1/X-t-;K xh^l::Fn7^>, >?:t^l5->, 1 , 2 - l> + vXi$'>#Ox 
y)V^)mtK)^^t^z.t^^to MTcitt, -^W;^c^h><D7;i'n-;i/^(D 

mpL\t7^^)V^u^} Ym\z^^7yM\:m^\W\A.U^^y7.)VT^^:=.)V^u^) 

U)k^y7.)V-^symi^i\^mm\z^^7.}Vt^-Mm^. 8-v71ftfv 
[5.4.0] -7-'^>x-fe>X«tf'Jv>^0:^»MaiCj;f9mMfSt- 

^^t^^to M7mmtu. ®S(DxxT-;^c7)^J07Jc^^?^^b, m^^^tK^^l 

GROUPS IN ORGANIC SYNTHESIS, THEODORA W. GREENE and PETER G. M. WU TS^tC 
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OH 




T> m^\ti 5 0- 2 5 ovizirnvrnm^^^vm^ibKit^-t^^tiz^-DX 

ft^d^^^^TT^^o X. t!D-;i/M##:(2 3)«, T-U >li##(l 9) <hX5^ 

x^i##fiT> ^^^/O^e 2 5 ovoummm'CKm-r^z.tiz^'DXhn^z.t 



wo 00/53604 PCT/JPOO/01468 
11 

nDh°U5v>M^#: (2 4) m%^:itf)^r'^^o 

mmn. pum^M. mmMfsiE^mnv. '^mommi^miz^'Dx^m. i^m. 
ti-f^AM. mmu mnu mm. mmm. mimfji^izmm-t^z.tif)^ 

mm(D^m. mmz^i:)m'simM.-t^^ti!}^x^^o 

^.TizmmmiSLZsumm^^L. :$imm^Mci^mzmmir^o 
mmmi 

4-(4-;tf;i/n^<;i'- 1, 2,3, 6— rN^hHDt!Uv>- 1— r;i/)-2, 
5 - V p< - 7 - ( 4 - -r y :/n tr;i/- 2 - ^ ^;i/5^:t 7 X - 7 H - tf n 
n[2, 3-d]t:U5v>cD^fi^ 

1) x5^;i/ i->^5^;u-i.2,3.6-T-h^tHnifU>'>-4-^;i/7}^^ 

S^^-h 1 0 8. 9 g a:>'-rvynbr;i/X^;l.T^>4 1. 6 g^^>1f>6 4 0 

tco ^(DR}t^u^^^mmx.^Mzxm\iiv. mmm^mm^m.7K\zxm.^Wi. 
Mymmi-hv^M.izx^mLTc. ^mm^mmm. mm^m^TmrnL. mm 

Fab°U -Jy-A-tl)V-^^iy'7- M 0 4. A s^ntco 
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2) x^;i/ l-xh:^'>:^j;i/7j^-;i/-i, 2, 3. 6-T•h^bH^fcfIJv>- 
4-t/;^4^4^'>^-M 0 4. 4 gfC4 7 %:i:fl:7K^M 1 5 0 Os^m^. 1 0 0 

mmimm^htco Emm^mj±Tmmh. fficDi.2,3,6-xh^bHnb° 
u>?>-4-;^7;i/7}^>m ^itTi^mmm^mrzo mBtircn<Di, 2,3,6-^^1^ 

(D7miti- h 'J OAymm 0.4 8 KDu^mmizmmi^. r-^mten-y'^jv 

10 5.2gS:JPA, ^WV-m.m.WhTzo SiS^^^^MJITM^, 1M0« 

2, 3. 6-xh^bHnlfU>^>-4-*;i/3i^>m©^Sl 0 0. 5 g^MU/co 

3) 1 -tert-7>^v:^;i//}^-;i/- l,2,3.6-xh^t:Hntr'Jv>-4 
-t})V-^^>'m2 0. 0 g&i^nD7iN;i/A4 0 0ml i>^^^;i//j>;i/AT^ H i o o 

m 1 O^'&^MlC^^b, 1 - t Kn:^v/^>v^hU7V-;WJ<?Ptll 4. 2 gi: 

l-(3-i^^5^;^75y7°^t:;^)- 3-x^;i/:^;i/7}^>?<5 HM:^i 7. 7 g 

^Aizmrnhfco nmm^mwm. mm^mBrmmh. mm^i^vti^M 
yj^iru-^h^^y^- mmmm-. ^^-^y-m^j^^jv^i : 2) izxmm 

1 -tert-:/h:^^i/:^j;i/4^-;i/-4-:^j;wt^-r;L'- 1, 2.3,6 -y-hyh 

4) 1 -tert->^h^v';^j;i//j^-;i/-4-:^j;i/A*^-r;i.- 1, 2, 3, 6 -xh^ 
b FDbf U v>3. 7 g<£^^^^7}^;^A2 Om ni^f^b, hU7;i/:tn@mi 3 
ml ^SrjpA^^tcTiB^rHmi^bfco K^S«^Ml±TjiliL, ffi(Z)4-:^;W\* 

1, 2, 3, 6— xh^bHDbU v> hU7;i/:tn@m:S4. 1 gO^ 

^0)4-^1)1/^"^^ )V- 1, 2, 3, 6-xh^bFDbUv> hU7;i^:tnl^ 

^:-r 1 . 2 . 3 . 6 h ^ b H D b u v> mm^omm^mtz. 
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m. p. 243-245^: 

4-;^;wt^:-r;i/- 1, 2, 3, e-T-h^hFntf'j v> mm^^mmmmyK 

m. p. 104-106^: 

5) 4-:^;WN'^<;^- 1. 2, 3, 6-7"h^t:KDtfijv> hU7;i/:^n@^ 

m^O. 2 5 g<h4-iJ7nD- 2, 5-v^5^;!/-7-Ky7°nh°;i/-2-;?<^;i/ 
^:t7x:n;i.)- 7H-lf nn [2, 3-d] tiU ^ v>0. 3 5 g^X^/>-;L'4 
mUl^^lb, >^-ry7°ntf;i/X5^;i/T5>0. 3 9 g^JP;^, 7.5B#rHlMS 

^)i\zTmmh. mmm^m.fa^myiix^mmm7Kmmi- h u ^j^izmmLtco 
^- (mmmm: ^uu-^}]^A-)<i$^ /-)i=6 0 d \zxmmL. mmx^ 

6 -T-h^h HDh°U>^>- 1 -i";!/) - 2, 5 -z^^^)V- 7 -(4 V^nt: 
2 -^5';i/^:t7xx;i/)- 7H-h°nD [2, 3-d] hf U^>>^>0. 1 7 g 

^it^^Rnmm\zhxnrzit^m(Dmitt!&^y'-^^m i \zmvrzo 

4-(5-:^;wt^<;i/- 1, 2. 3, 6 -xh^t Fnt°U v>- i -<;i/)-7 

-(4-'ry7'Citf;i/-2-^^;i/5^:t7xn;i/)-2, 5, 6- hU ^^;i/-7H 
-tiPD [2, 3-d] t:U5v>(7)^^ 

1) tfi'l4(Z)7j<mh:-:f-hU':7A6. 2 g^A:^it>T2lHl^#^, T-h7hHD7 
7>3 Om 1 tlM^b, i!>S©«07Km{l:::^JU'^A<hi^m>^X5^;H 4. 8 g^ 
SP;^^ MBM^MLt^-^^^ 1 -tert-7>4^>/:^;;i/7]fx;i/-4-t:^U F> 1 0. 0 

SiS^M^Tk^^b, 0. sM0mm7mfj^)OA7mm2 o om i ^av^^co sj^; 
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A^u-^h^^yy^- mmmm : ^=^'^>-mmj^'^)v= 1 5 : i~4 : d 
u F>i 1. 9 gmm^mt^. 

2) 1 -tert-7>^>^;^3;i/7}^r:;i/-3-xh^v:^;i/fc;i/-4-b°^U H 
>6. 1 g^XiS^y-;i/6 Om 1 mit^^l 0 Omg^MX. tKPII^H 

If ^ U > *#fco H rmrcno) l - 1 er t - y h + ;P/}^x;w - 3 - x h + 
~>;^7;i/7l^x;i.-4-t:Hn:^i/tf^U5^>^i:7nn7jN;i/Al 0 0ml 
hUX5^;P7^>l 1. 4gt4->?p<5^;i/75y t!U>'>0. 5 5 g^j!lP;lfctt> 

■^h^)^A\zx^mvrzo nmm^m'sm. mm^m&rmmh. moi-tert 

h n ciTtfy^cao i - tert - y h^e>:^j;i/7i^x;i'- 3 - x h 

^5>:^7;i/7i^x;i/tf^U>'>-4— r;i/ ^i57>x;i/3j^:^-h§^>if>5 Om i 

^Cj^^fb. 1 , 8 - vT-tflf i/^D [5.4.0] - 7 -'^>7^iz>3. 4 g^iJP^. 

3 o^w^jni^Mcftufeo Rmmm^5%mm7mtivoA7m 
mt^m-km.Tiix^wh. MT^mmi-hv^jU^zx^mhrzo nmm^mwm. 

^^1^->-B^mx5^;P=l 0 : 1-6 : 1) \ZXmmh. m^<D 1 -tert-y h 
^zytl)V^~JV- 5-JLh=^zy:fy)V-^=^)l- 1, 2, 3, 6 -5^ h ^ h Fo tf U v> 
5.3g^#feo 

3) N-Boc- 5 -xh4^v:^3;i//j?x;i.- 1, 2, 3, 6 -x N^b Half j v> 

2. 5 g^X^y-;l/5m 1 fC^g^lL. lM07j<Mfb:fhU'5'A7j<^?i^l Om 1 § 
iPx.^«4li$M#^, KJBmmiz 5 %«7jc^:^ U 'i'A7]c^M^JP^«^ 
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1 -tert-7>^v;^/;^4^:l;^- 1 , 2, 3, 6 -xh^t: FotiU v>- 5 

t^ymcDUBi^mco z.z.i!mtz i -ten-y^ h=¥i^ti )]/t-=i)v- 1 , 2 , 3.6- 

xH^b HDtfU>^>-5-:^?;i/7}^>^^^nn/}N;i/Al 5m 1 ti^)^'^)V'^)V 

A 7 5 H 2 m 1 (DU^mm izmm i - 1 f n 4^ > v* h u t v'-)V7m<^ 

1. 6gi:i-(3-vp<^;i/7^y7°De;i/)-3-x^;i/:^7;i/7j^v-f5 h*:i;i?*l 

2. 0 g§SP;l^mt'T3 0:$}-rBlM*^^, 2 8%7>^:-T7K 
^^0.6 4ml^JP^mr^«*^Lfeo MffiTM 

f)]^ti=7h.^u^V^=y'7^- (M^^iK : A4^l^->-i^i?X5^;i/= 1 : 2) 
xmS^b, 1 -tert-7>^>;^;i/^x;i/-5-:j(7;i/A^-r;i/- 1, 2. 3. 6-T• 
h^bKDtru>?>1.4g OigS^#;fco 

4) 1 - tert-:/h^ 5:^:^7 ;i/7j^x;i/- 5 -tiivn^^ )]/- \ , 2, 3. 6 -"rV^ 
h HntfU5^>i. 1 g^^nn7i>;PA4. Om 1 \z.m^\y. hU7;i/:tniM 
4. Om 1 ^Sn;i^^aiCT3 O^rpm^^bifeo SiS^M^MffiTj^HL. fficD 5 - 

;^7;w\*^-r;i/- 1. 2, 3, 6 -xh^h FDtru>'> hU7;i/:tn@^g!4ii. 4 

g07^;i/7 7 7>$#fcc 

1. 2, 3. 6 -5"b^t: HPfcf U>?> hU7;^:tDi^ 

^-r;i/- 1, 2. 3. 6— r h^hHnt!U>?> lim:^®^^&#;to 
m. p. 2 7 0-2 7 2*0 

5 -ti}]/n^^)\^-\, 2, 3, 6 -X h^h Fnh!'j>'> mmM.-^m&^w^ 
«*MJ^T^iilib7U-#:05-:j!3;^n^^;^- 1. 2, 3. 6 

m. p. 1 2 2- 1 2 4^ 
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5) 5-:*?;i/A^-r;u- 1, 2, 3, 6 -xh^k Fntfu v> hU7;i/^np 

^:^0. 2 7g^4-i7nn-7-(4--fV7°nk°;i/-2-^5";i/5^:t7x-;i/) 
-2,5,6- hU^5^;U- 7H-b°nD[2, 3 - d] t: U 5 5x> 0 . 3 6 g^X^ 

y-)i4m\ >?^y >^ptf;px5^;i/T^>o. 3 9 g§jDx.8. smm 
u-^h^yy-c- mmmm: i7U]:ji:^)vj^-^^ /-)i=6 0 : 1) izrmm 

2, 3, 6-xb7kHntf'Jv>-l— r;^)-7-(4--rvyot!;l/- 
2-p<5^;I/5^:t7x-;^)-2, 5. 6- hU^5^;i'-7H-fc!nn[2. 3-d]t! 
U5>?>0. 1 2 g^#;/^Co 

«M3 

2 -ie - (4 )V- 1 , 2,3, 6 -xh^t Hntfu>?>- 1 --f;i/) 

- 2 8 -:t4^v- 9 - (4 --I- yyn tfjP- 2 -p<5^;P5^:t7x-;i/) 
-8, 9->^t:Hn7'U>-7— rJW-T-feiS^^ HO^fi^ 

1) 6-i^nD-9-(4--ry:/ntr;i/- 2-^^;i/5^:t7x-;L')- 2-^ 

^;i/-8, 9->^bHn>^iJ>-8-:t>0. 7 0 g ^ vp<5^;i//J^;i/A75 H 
5ml \zmmv. ^}^T«©7K^{b:hhU'^A8 Omg^JPA4 O^rami^^, 
y^n^imx^^jl/XXxJl-o. 3 9 g&JpA, ^^aic#fim$e,(c2 0:J^rHmi^b, 

7ic$avifco Rmm^<^^mmx^)iizxmmWi. mmm^mm^mmzr^^ 

LMymmi-hv^Aizr^mi^rz. ^mmm.mm. mm^m&rmmL. m 

4:1) \ZXmmL. m^(DJ:^)V 2-[6-^ua-2-^^)l-8-^^V 

- 9 - (4 — r y7°n fcf;i/- 2 - ^^)V^-ty - 8 , 9 - Ph ]^u'fV>- 
7 h 0. 8 5 g^^ffco ■ 

2) X5^;i. 2-[6-^nD-2-^5^;i/-8-:t4^y-9-(4— i'y:/D 
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tr;i/- 2 -^^;i-^:t7x-;i/) - 8 , 9 - vk Fn^u >- 7 --r ;i/]7-b:^?7- h 
0. 8 3 g^^:^y-;V3m 1 iTfcim 1 ymit-Th^J^A 

: ^UU-t^)Vh.-^^ J-)V=^ : 1) {CT)^Mt, ?ft^0 2 - [ 6 - ^ O D - 
2-:^=f-)V- 8 -rt^^y- 9 - (4 —f V:/d tT;)/- 2 -p^^;l/5^:t7xr:;l/)- 
8, 9-vfc:Hnyu>-7-'1';i/]@^mo.4 7 g^ttfco 

3) 2-[6-^nD-2-^5^;i/-8-:t4^v-9-(4— ry7'ntf;i/-2 

-^5^;i/5^:t7a:-;i/)- 8, 9 - i^b F n^'j >- 7 --f iWB^^ 0 . 4 7 g 

0. 1 4st^uumm^y:/9-)vo. 1 gg^ip^s^r^mi^^, 2 8%t>^ 

-r7ic^?g0. 0 8 5ml ^JOx.^^^Tr#i^^-mjf yK^m^fco Kft-M 

m-. /7nn4^;PA-^^y-;P=5 O : l) (crflKL, ^S^KcT) 2 - [6 nn 
- 2-^^)V- 8 -:t^V - 9 - (4 — r V7°D tfjU- 2 -p<5^;i^5^:t7xli;i/) 
-8. g-v^b HDyiJ>- 7— r;HT-feiS^^ KO. 4 1 g^#fe„ 

4) 5-;^j;W\*^:<;i/- 1, 2, 3. 6 --r h^b HDb>Ji^> m^:^0.16 
gt 2-[6 - i^nD-2-;<^;i/-8-:t^y-9-(4 — rv^nb;!/- 2 - 
^5=-;i/5^:t7x-;i/)- 8, 9 - vb ^'D^U >- 7 — riWT'fe^J'^ H 0. 4 0 g 

^v'i' vynbJi/x^;i/7^>0. 3 8 g^x^y~;i/4m 1 TK&fcM 

;^^A^n x'hT/^^^- (^p^^^ : /7^D7J^;^A-^^5'y-;l/=7 : i) \z 

6 -xh^b HDbU >'>- 1 --r;i/)-2-^5"Jl/-8-:t+y - 9-(4-^ 
Vy°u\i)V- 2 - ^^)V^iry - B, , 9 -i^b Hd^^u >- 7 — OVl-J 
H 0. 2 2 g^#fe„ 
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mmm4 

2-7^ y -4, 5 1 -(2. 6 -v7'n^:-4- h^)y)V^u^^ 
4-7^7-3, 5-e^>^n^:^>yhU7;i/:tU F5. 5 g> 7-feh-r>l. 9 

;^cC:^^^?)4P#rHlJ[iiiLfco SjiS^?S{C7K^l]P^, ^pn/t^;i.ATJftai=^, MT^mk 

XmmL. tmmmitLX 2 - 7 ^ y - 4 , 5-v^^;i/-l-(2, 6->?:/D 
^-4- h^)y)V-tuy.^)Vyx.=L)]^)}fU-)V-3-:fy)V:^-hV)ll. 2 

m. p. 158-161t: 
2-757-4. 5->^p<5^;i/-l-(2. 6 - v>^n^:- 4 — T V tf;i/7x- 

;W tf n-;i.- 3 h u;i/ 

m. p. 205-207 °C 
2-75 7-4, 5-i^^5^;i/- l-(2. 4, 6 - h U :/nt7x-;i/) tf 

m. p. 2 1 4- 2 1 et: 
2-75 7-4, 5-vp<5^;i/-i-(2.4-v>^n^-6-i7nn>'x-;Wtf 

m. p. 206-208^: 
2-75 7-4, 5->^^5";i/- l-(2, 4-v:/Dt-6-^5^;i/7x-;i/)tf 

m. p. 186-189*C 
2-75 7-4, 5 - Vy<5=-;i/- 1 - (2, 4 - v>^D^:- 6 -^^^Jl/^^rt^x^:;!/) 

m. p: 1 3 6 - 1 3 
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2-75 7-4, 5 ->?p^5^;i/- 1 -(2, 4-v7^D^- 6-7;i/:tn7xn;i/) 

m. p. 1 5 5 - 1 5 Tt: 
2-75 7-4, 5->'^5^;i.-l-(2,4-v:/D^-6-p^ h^e^7x-;i/) 
\iU~)V- 3 -tl)Vt^=-h^J)V 
NMRCCDCh) 6 (ppm) ; 
1. 72 (3H, s) , 2. 07 (3H, s) , 3. 64 (2H, br s) , 3. 82 (3H, s) , 7. 1 5 (IH, d, J=2. OHz) , 
7.51(lH,d, J=2.0Hz) 
ES IMS (Neg)m//z ; 
3 9 6 (M-H) " , 3 9 8 (M+ 2-H) " , 400 (M+4-H) " 
2-757-4, 5-i^^9-)V-l-i2, 4->':/n^:-6-hU7;i/:tOp< 

7 X "tf n - 3 - - h u ;i/ 

NMRCCDCh) 6 (ppm) ; 

1. 75 (3H, s) , 2. 06 (3H, s) , 3. 33 (2H, br s) . 7. 56-7. 63 (IH, m) , 7. 83-7. 91 (IH, m) 
ES IMS (Pos)m/z ; 

474 (M+Na) ^ 476 (M+2+Na) ^ 478 (M+4+Na) * 
2-75 7-4, 5-i^p<5^;i/- l-(2. 6->?7^D^-4- hU7;i/:tn7 

>'7x-;i/) trn-;!/- 3 -ti)V-^=. h u ;i/ 

NMR(CDCl3) 6 (ppm) ; 

1 . 79 (3H, s) . 2. 1 9 (3H, s) . 3. 65 (2H. br s) , 7. 61 (2H, s) 
ES IMS (Pos)m/'z ; 

474 (M+Na) ^ 476 (M+2+Na) ^ 478 (M+4+Na) 
2-757-4, S-e^^^^U- 1 -(2, 4 ->?7'n^- 6 - h U 7;i^:tn^^;i/ 
7x-;i/) tfD-;i/- 3 u;i. 
NMR(CDCl3) 6 (ppm) ; 

1 . 74 (3H, s) , 2. 08 (3H, s) . 3. 55 (2H, br s) , 7. 95 (IH, d. J=2. OHz) , 

8. 12(lH,d, J=2.0Hz) 
ES IMS (Pos)m/z ; 

458'(M+Na) ^ 460 (M+2+Na) ^ 462 (M+4+Na) 
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mmm 5 

4-^nn-2,5, 6 - h u 7 -(2, 6 -v:/n^-4- bU:7;i/:t 

D^5";i/7xr.jl/)- 7H-Enn[2. 3 - d] ti U 5 v>0^S& 

1) 2-T^y-4, 5-^/^5^;!/- 1 -(2, 6 -v^^n^:- 4 - h U 7;i/:ta 

^5^;i/)tfp-;i/-3-;^;i.>j^- hu;n. 2 gt^wo. 8 2g^mmsm\ 
izmmv. so^mmmmMLTzo KmrnmizTi^^mx. nrnx^Mzxi^mm^ 

N-[3-~>Ty-4, S-v?^^;!/- 1 -(2. 6 - >'::^D^:- 4 - hU7;l/:tD 
©N-[3 - ^>7y-4, 5 -vp<^;i/- 1 -(2, 6 - z^-fU^- 4 - h ^) y 
mliP;^, 1 3 O^TO. SNfrH^Mbfco KJt^mmiZTK^M^. ^UUt^)VA\Z 

X^)V=l : 1) \ZXmmV. nm'^m^^\:\.T2,5,6-hU^^)V-7-{2, 
6-v7'n^:--4- hU7;i/:tn;<^;i/7x-;i/)-3. 7 -vh Hntfnn[2. 
3-d] t:U^v>-4-:e->0. 6 7 g§#fco 
NMRCCDCls) (5 (ppm) ; 

1.99 (3H, s) , 2. 43 (3H, s) , 2. 44 (3H. s) , 7. 96 (2H, d, J=0. 7Hz) .11. 56 (IH, br s) 
ES IMS (Neg)m/z ; 
476 (M-H) 478 (M+2-H) 480 (M+4-H) " 

2,5, 6-hUp<^;i'-7-(2.4-v>^n^-6-i5'nn7x-;W-3, 7- 
vfc Hnbfnn[2, 3 - d] IfU 5 e^>- 4 -:t> 
NMR(DMS0-d6) 5 (ppm) ; 
1.91 (3H, s) , 2. 20 (3H, s) . 2. 28 (3H, s) , 8. 10 (IH. d. J=2. 2Hz) , 
8. 18(lH,d, J=2.2Hz),11.80(lH.br s) 
E S I MS (Neg)m/'z ; 
442"(M-H) 444 (M+2-H) 446 (M+4-H) " 
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2,5, 6-hU^5^;i/-7-(2, 4-x7^Dt- 6 -^5";i/7x-;i/)- 3. 7- 
Hnt:nD[2, 3 - d] ti U 5 v>- 4 -:t> 
NMRCDMSO-de) 6 (ppm) ; 
1 . 88 (3H, s) , 1 . 90 (3H, s) , 2. 1 9 (3H, s) , 2. 29 (3H, s) , 7. 74 (IH. d, J=2. 2Hz) , 
7.95(lH,d, J=2.2Hz),I1.79(lH,br s) 
E S I MS (Neg)m/z ; 
422 (M-H) 424 (M+2-H) 426 (M+4-H) " 
2,5, 6- hU^^;i--7-(2,4, 6- KU:/n^7x-;i/)-3, 7-vhH 
nlfDD[2, 3-d]t!U^>?>-4-:t> 
NMRCDMSO-de) 6 (ppm) ; 

1.91 (3H, s) , 2. 20 (3H, s) , 2. 28 (3H, s) , 8. 20 (2H, s) , 1 1. 84 (IH, br s) 
ES IMS (Neg)m/'z ; 
486 (M-H) 488 (M+2-H) 490 (M+4-H) 492 (M+6-H) " 

2,5,6- ^^)V-7 -(2, 6 ->>^yn^:-4--ry:/ntf;i/7x-;i/)- 3, 

7->?t:Hntrnn[2, 3-d]t:U^5^>-4-:t> 
NMR(CDCl3) d (ppm) ; 
1.31 (6H, d, J=7. OHz) , 1 . 98 (3H, s) . 2. 45 (6H, s) , 2. 95 (IH, sept, J=7. OHz) , 
7.54(2H,s),12.18(lH,br s) 
ES IMS (Neg)m/z ; 
450 (M-H) 452 (M+2-H) 454 (M+4-H) " 
2 , 5 . 6 - h U y^^JV- 7 - (2 , 4 - v:/n^:- 6 - ^'^JV'^^y 3^=1)1) - 3 , 
7->5bFntfnn[2. 3-d]tfU^v>-4-:t> 
NMR(DMS0-d6) 6 (ppm) ; 
1. 88 (3H. s) , 2. 22 (3H, s) . 2. 28 (3H, s) , 2. 42 (3H, s) , 7. 51 (IH, d, J=2. OHz) , 
7.86(lH,d, J=2. OHz), 11.79 (lH,br s) 
ES IMS (Neg)m/z ; 
454 (M-H) 456 (M+2-H) 458 (M+4-H) " 
2,5, 6- h'J^^;l'-7-(2,4->^yD^:-6-7;i/:tn7x-;i/)-3, 7 
-vhKnk°nn[2, 3 - d] k°U 5 S/>- 4 
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NMRCDMSO-de) a (ppm) ; 
1 . 94 (3H, s) , 2. 20 (3H, s) , 2. 28 (3H, s) , 7. 97 (IH, dd, J=8. 8, 1 . 9Hz) . 
8. 06 (IH, dd, J=3. 5, 1. 9Hz) , 1 1. 86 (IH, br s) 
ES I MS (Neg)m/z ; 
426 (M-H) 428 (M+2-H) 430(M+4-H) " 
2, 5, 6 - h U/^;i/- 7 -(2, 4-v7^n^-6 -p^ h4^'>7x-;0 - 3 , 7 
->^t:Kotfnn[2. 3 - d] tTU 5 5^>- 4 -:t> 
NMRCDMSO-de) 6 (ppm) ; 
1 . 85 (3H, s) , 2. 18 (3H. s) , 2. 27 (3H. s) , 3. 76 (3H, s) . 7. 57 (IH, d, J=2. OHz) . 
7.66(lH,d, J=2.0Hz),11.72(lH,br s) 
ES IMS (Neg)m/z ; 
438 (M-H) 440 (M+2-H) 442 (M+4-H) " 
2, 5, 6 - h U ^^JP- 7 -(2, 4-v7'D^- 6 - bU y)VtU?^ h^^i^^x 
n;i/)-3, 7 ->?b Hntfnn[2, 3-d]tfU5S^>-4-:t> 
NMR(DMS0-d6) 5 (ppm) ; 

I. 92 (3H, s) . 2. 1 9 (3H, s) , 2. 28 (3H, s) , 7. 95-8. 02 (IH, m) . 8. 23-8. 30 (IH, m) , 

II. 86(lH,br s) 

ES I MS (Neg)m/z ; 
492 (M-H) -, 494 (M+2-H) 496 (M+4-H) " 
2,5, 6-hU^5^;i/-7-(2, 6-v:/n^:-4-hU7;l/:tDp< h^^x7x 
~;i/)-3. 7->^bFDtfDO[2, 3-d]t:°U^v?>-4-:t> 
NMR(DMS0-d6) 6 (ppm) ; 

1 . 90 (3H, s) , 2. 19 (3H, s) , 2. 28 (3H, s) , 8. 06 (2H, s) , 1 1. 85 (IH, br s) 
ES I MS (Neg)m/z ; 
492 (M-H) 494 (M+2-H) ~, 496 (M+4-H) ' 

2) 2,5, 6 - hU^5^;i/- 7-(2, 6 -v7^n^-4- h U 7;i/:tD^5^;l/ 
7x-;i/)-3, 7 -xh h'Ot:nn[2, 3 - d] h°U ^ v>- 4 -:t> 0 . 6 7 g 
fC:t^i^i^<bU > 1. 3 m 1 &ilP^, 1 0 OW 0 . SmmMML. Mbfco >R 
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BETML, immmmtLX4-^ruu-2,5, 6- HUp^^;1/- 7-(2, 6 
->'>^D^:-4 - hU7;i/:tnp(5";i/7xn;W - 7H-tfnD[2, 3-d]lf U 
^>?>0. 6 6 g^#fc:c 
m.p. 2 0 2-2 0 4t: 

4_/7n0_2. 5, 6- hU^5^;i/- 7 -(2. 6 - >^:/n^:- 4 V7'n If ;i/ 
7x-;W- 7H-t!nn[2, 3-d]tfU5v> 

m. p. 173-175t: 
4_^no_2,5. 6-b'Jp^5";i/-7-(2,4. 6 - h U 7^0^ 7xn;i/) - 7 
H-t:nn[2, 3-d]tfU5v^> 

m. p. 216-218t: 
4_/7np_2,5, 6-hUp^5^;i'-7-(2, 4-v7^n^- 6 -^^^D7x- 
;^)-7H-b^DD[2. 3-d]lf U^e^> 

m. p. 206-208^ 
4-^nD-2,5, 6-h'Jp^5^;i'-7-(2,4-v7D^:-6-p<^;i/7x- 
;i/)-7H-tfDD[2, 3-d]lfU^v> 

m. p. 215-217'C 
4_/7nD-2,5, 6-hU^^;i'-7-(2,4->?7'n^-6-^^;i^^:t7 
xn;!/)- 7H-t!DD[2, 3-d]tfU5>^> 

m. p. 249-251'C 
4_^np_2,5. 6-hU^5^;i/-7-(2,4->?:/n^:-6-7;i^:tn7x 
7H-b°nD[2, 3-d]lfU^>'> 

m. p. 170-172'C 
4-^nn-2,5, 6-hU^5^;U-7-(2. 4-v7^n^-6-p^ h4^e>7x 
-;i/)-7H-l::'DD[2, 3-d]tfU^v> 

NMRCCDCla) 6 (ppm) ; 
2. 02 (3H. s) . 2. 41 (3H, s) , 3. 75 (3H, s) , 7. 57 (IH, d, J=2. OHz) , 
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7.74(lH,d, J=2.0Hz) 
E S I MS (Pos)m/z ; 
458 (M+H) ^ 460 (M+2+H) % 462 (M+4+H) 
4-^Dn-2.5,6 - ]>U^5^;i/- 7 -(2, 4-p':fU^- 6 - hU7;i/:tD 
/ h^>^7x-JI/)- 7H-h°nD[2. 3 -d]lfU 5v> 

m. p. 1 4 8 - 1 5 or 
4_/7nD_2,5, 6- hU^^;U- 7-(2, 6 - i^>^n^:- 4 - h U ^JPrtD 
h^5>7x:n;i.)- 7H-]fnD[2, 3 -d] tf U 5v> 
m. p. 141-143t: 

mmme 

2-T^j-A-^=^)V- 1 -(2, 4-v:/n^-6-^'nn>'xn;i/)t:D- 
6 -/7nn-2, 4->?7'n^7r:U >5. 3 g 2 - (2 -7^n^:- i-^^)]/ 

x^Ux»vnynhu;p3. 5 go^-^tiSr-r y ynAV~;n om i txh 

7bHD7^>10ml O^^^MfC^^ibfett. 1 2 0 °Cl^mmhUti^^ 2 0# 

S'm, lili$MffiT«L, *j(g|^|g^f!::l.T2-75/-4-p<^;i.- l-(2, 
4-v?7'n^-6-^DD7xn;i/)tfn-;i/-3-;^j;i.4^- hU;n. 9 

m. p. 197-199^ 
2-T^y-4-;<^;i/-i-(2. 4, 6-hU>^n^7x-;i/)bfn-;i/-3- 

m. p. 2 0 8 - 2 1 Ot: 

2-7'5y-4-p<^;i/- 1 -(2, 4-v7*n^- 6-^5^Jl/5':t7x-;i/)tfD 

-;i/-3-;^;i//}^:ihu;i/ 

m. p; 12 7-1. sot: 
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2-r2.y -4-^^)V- 1 -(2, 4->^7'n^r- 6-^ h^'yy }iU- 
m. p. 122-125 1: 

2-'r^y-4-y^^)V- 1 -(2, 6 -v:/D^-4 - hU7;i/:tn/5";i/7x 

-)V) li 3 -tl)Vt^:=-hU)V 

m. p. 1 7 8 - 1 8 ox: 

2 y - 4 1 - (2, 4 - v:/n^:- 6 -^5';i'7x-;i/) tfp-;i/ 

-3-;^j;i>3}^-hu;i/ 

m. p. 169-171t: 
2-75 y - 4-y5^;L'- 1 - (2, 4 -v7*n^:- 6 - hU 7;W^ny b^->7 
xn;i/) tf □-;!/- 3 h U;i^ 

m. p. 1 5 8- 1 6 or 
2-7^y -4-^^)V- 1 -(2, 6 -S>"7'n^-4 - hU7;i/:tPy 

NMR(CDCl3) 6 (ppm) ; 

2. 16 (3H, d, J=l . IHz) , 3. 76 (2H, br s) , 5. 87 (IH, d, J=l. IHz) , 

7.58(2H.d, J=0.8Hz) 
ES IMS (Neg)m/z ; 

436 (M-H) 438 (M+2-H) 440 (M+4-H) " 
2-yS. y - 4-^^)V- l-(2, 4-i>':/D^:- 6- hU7;i/:tny5^;i.7x 
:n;i/)t:D-;L'- 3-;^j;i/7j^:ihU;i/ . 
NMRCCDCh) 6 (ppm) ; 

2.12 (3H, s) . 3. 66 (2H. br s) . 5. 87 (IH, s) . 7. 92 (IH, d, J=2. OHz) , 

8.10(lH,d, J=2.0Hz) 
ES I MS (Pos)m/z ; 

444 (M+Na) ^ 446 (M+2+Na) ^ 448 (M+4+Na) ^ 



4-^Dn-2, 5 r->;;<^;i.- 7 -(2, 4-v>''n^- 6 -i7 0D7x-;i/) 
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1) 2-75/-4-^^;P- l-(2,4-v7*n^-6-^nn7x-;i/)b: 

n-;i/-3 -:*(;i/jl^-hU>'H. 9 g iii^jjcg^m i . 4 8 g&imsm l 

3 o^rsiiini^M^bfco M^&^^{i7K*in;^, @^i?x5^;i.{cTfftaim, »m 

i-bU'^AtT^^^iLf^c ^^i^J^rSm, SM^MEETmU, mON-[3- 
'yj y -4-^^)V- 1 - (2, 4-vyo^- 6 -^nn7x-;i/)- 1 H-l^D 

2 T-feiS^^ H&^fdc ;ic:T#fca(Z)N-[3-v-7y-4-p^5^ 
i-(2, 4->?yD^-6-i:7Dn7x-;p)-iH-h°n-;u-2-^;i/) 

Tiri$^5 5%D^i?^8m liia^> 1 3 O^CT 0 . 5 BtPB^MLfcc ^j^;;^ 

- (jiw^^ : ^+it>-i^i?x5";u= 1 : 1) izxmmh. mmmmH^htzm 

^^mmx,^JUZX^WL. 2, 5-v^5^;|/-7-(2,4->>^7'n^-6-^D 
n7xr.jI/)-3, 7->^b HDtfnn[2, 3 - d] bfU 5 4 -:t> l . 1 g 

NMRCCDCls) 5 (ppm) ; 
2. 22 (3H, s) , 2. 31 (3H, d, J=l. IHz) , 6. 80 (IH, d. J=L IHz) , 8. 06 (IH, d. J=2. IHz) , 
8.14(lH.d, J=2.1Hz),11.91(lH,br s) 

E S I MS (Neg)m/z ; 
428 (M-H) 430 (M+2-H) ~, 432 (M+4-H) " 

mmizhx^Toit^m^mzo 

2. 5-i?^5^;i<'-7-(2,4->?:/D^:-6-;?<5";i/7x-;l/)-3, 7-5^bH 
nlfDD[2. 3-d] t!>J5 5^>-4-:t> 
NMR(DMS0-d6) d (ppm) ; 
1. 96(3H, s) , 2. 21 (3H, s) , 2. 32 (3H, d, J=l. IHz) , 6. 75 (IH. d, J=l. IHz) , 
7. 70 (IE, d. J=2. IHz) ,7.91 (IH, d, J=2. IHz) , 1 1. 86 (IH, br s) 
ES IMS (Neg)m/'z ; 
408 (M-H) 410 (M+2-H) 412 (M+4-H) " 
2, 5 -vp^^^;^- 7 -(2, 4, 6- hU7'o^:7xX;i<')-3. 7-e^l::HDtfD 
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n[2, 3-d]tfU^v>-4-:t> 
NMRCDMSO-de) 6 (ppm) ; 
2. 23 (3H, s) , 2. 31 (3H. J=l . IHz) , 6. 78 (IH. d. J=l . IHz) , 8. 16 (2H. s) , 
11.90(lH,br s) 
ES I MS (Neg)m/z ; 
472 (M-H) 474 (M+2-H) 476 (M+4-H) 478 (M+6-H) ~ 
2. 5->^^5^;i/-7-(2, 4-i^:/n^:-6-p^5^;i/^::t7x-;W-3. 7 
bh'ntfnn[2. 3-d]h!U^>'>-4-:t> 
NMR(DMS0-d6) 6 (ppm) ; 
2. 21 (3H, s) , 2. 31 (3H, d, J=l. IHz) , 2. 41 (3H, s) , 6. 67 (IH, d, J=l. IHz) . 
7.50(lH,d,J=2.1Hz),7.83(lH,d,J=2.1Hz),11.86(lH,br s) 
ES I MS (Neg)m/z ; 
440 (M-H) 442 (M+2-H) 444 (M+4-H) " 
2, 5->^^^)V-7 -i2, 6-z^y^U^-4-h^Jy)V:tUyf.^}]/yx.=l)V)- 
3,7-vfcHnb:nn[2, 3 -d] t!U5>'>-4-:t> 
NMR(DMS0-d6) 6 (ppm) ; 
2. 22 (3H, s) , 2. 33 (3H, d. J=l. 2Hz) , 6. 84 (IH, d, J=l. 2Hz) , 8. 31 (2H, d, J=0. 6Hz) , 
11.94(lH,br s) 
ES I MS (Neg)m/z ; 
462 (M-H) 464 (M+2-H) 466 (M+4-H) " 
2, 5->>^p<5^;i/- 7-(2. 4->':/D^-6 h^v-^xz:;!/) - 3 , 7 -i^h 
Hnfc!nn[2. 3-d] tfU^>?>-4-:t> 
NMR(DMS0-d6) 6 (ppm) ; 
2. 20 (3H, s) , 2. 29 (3H, d, J=l . IHz) , 3. 74 (3H, s) , 6. 66 (IH, d, J=l. IHz) , 
7. 47 (IH, d, J=2. GHz) , 7. 62 (IH, d, J=2. OHz) , 1 1. 79 (IH, br s) 
ES I MS (Neg)m/'z : 
424 (M-H) 426 (M+2-H) 428 (M+4-H) ~ 
2, 5 -zy^^)V-7 -i2,4-zyy'u^-Q-hVy)V:tU^ h^i^yx.=.)l) 
- 3, 7-vb HDtfnD[2, 3-d]lf U5v>-4-:t> 
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NMR(CDCl3) 6 (ppm) ; 
2. 41 (3H, s) , 2. 47 (3H, s) . 6. 48 (IH, s) , 7. 51-7. 58 (IH. m) . 7. 82-7. 87 (IH, m) . 
10.64(lH,br s) 
ES IMS (Neg)m/z ; 
478 (M-H) 480 (M+2-H) 482 (M+4-H) " 
2, 5 7 -(2, 6-v7'n^-4- hU7;i/^np( h^^^>7 x:i;i/) 

- 3, 7 -v't FDtrnD[2, 3-d]lf U5v>-4-:t> 
NMRCCDCh) 5 (ppm) ; 

2. 43 (3H, s) , 2. 48 (3H, s) , 6. 47 (IH, s) , 7. 57 (2H, s) , 10. 62 (IH, br s) 
E S I MS (Neg)m/z ; 
478 (M-H) 480 (M+2-H) 482 (M+4-H) " 

2) 2, 5->?p^5^;l/-7-(2,4-v7^nt-6-i^nn7n:-;l/)-3, 7- 
>?t: FDtfpn[2, 3-d]lfU^v>-4-:t>l. 0 g JCrt^e^i^^bU > 3 . 2 
m 1 *SP^> 1 0 or-ro. 5S#WiiL, J^^Lfec SlS?g^tl*^7Kl'?i^> 

L.fc^^^^^+f->-x-x;i/T^5t#b, 4-^nD-2. 5->^^5^;i/-7- 
(2, 4-v7'n^- 6 -i^nn7x-;i/)- 7H-tfnn[2. 3-d]tr'J5>'> 

0 . 7 6 g ^#fco 
m. p. 1 5 7 - 1 5 910 

4_^nn_2, 5_,:;?^^;i,_7-(2, 4. 6 - h U :/n^:7x-;i/) - 7 H- If 
nn[2. 3-d]h°U5v> 
m. p. 1 6 2 - 1 6 4X: 
4-^nn-2, 5-v^^;i'-7-(2, 4-i^7'n^-6-^5^;i/5":t7xn;W 

- 7H-t°nD[2, 3-d]tf>J^v> 
m. p. 203-205t: 

4-^C3D-2. 5-S^^^;U-7-(2, 4-v7'n^-6-^ b^i/7x-;P) 
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-7H-hfnD[2,3-d]fcfU^>^> 

m. p. 1 7 5 - 1 7 7r 
4-^ no - 2, 7 -(2, 6 -z^-fU^- 4- y)]/tU^^)V 

7x-;i/)-7H-fcfDn[2, 3-d]tfU^>^> 

m. p. 1 5 3 - 1 5 

2, b -z^ 7 - (2 , 4 - i^y^U^- Q - ^^)Vy x.-)V) - 

7H-lfnD[2, 3-d]krU^v> 

m. p. ISG-ieit: 
4 2, 5 7_(2, 4->?:/0^:- 6 - hU7;i/:tDp^ 

'>7x:n;W-7H-HnD[2, 3-d]t:U5>'> 

m. p. 157-159'C 
4-^nn-2, 5->'p<5';i/-7-(2, 6-v:/n^:-4-hU7;i/:tnp^ 
5>7xn;i/)- 7H- t!DD[2, 3-d]lfU5v'> 

NMRCCDCh) 6 (ppm) ; 
2. 54 (3H, d. J=l . IHz) , 2. 68 (3H, s) , 6. 82 (IH, d, J=l. IHz) . 7. 60 (2H, d. J=0. 9Hz) 

ES I MS (Pos)m/z ; 
498 (M+H) ^ 500 (M+2+H) 502 (M+4+H) \ 504 (M+6+H) * 

imm^J:ff>\^^m\^^rzm'^Km\t. The Joumal of Neuroscience, 7,88 

^mmn^amMM : hmm&m^ 1 OmM Mg C 1 zRXSZmU EDT 

A^^t^s omuh':}7.m.mmmm (ph7. o T7jK^>':^--rxL. 48.000 

MgCl2, 2mM EDTA, 0 . 1 %^ zyskmT )Vy''^ yjkZS 1 0 0 tl ^) ^ 
yzL-y h/m 1 T-fu^=L>^^ti5 OmUh^JXmmmmm (pH7. O) IZ 



wo 00/53604 PCT/JPOO/01468 

40 

CRF^^i^^^^mm:m^^n (O. 3mg^>A'^K/ml) . '''I-CR 

F (o.2nM) jkmm-m^. 2 5'x:-e2mmKm-^^rz. Kmmrm. 0.3 
%t^'j:L9-u>-i ^>i:mmvrzijy7.y^ jvi^- (GF/c) izmm^^L. 
:»yxy^)V^-^o. 0 i%Tritonx-ioo<£^trU>mi^»{l:^a:fe±i7KT3S 

l/xM CRF#&TTS^c;^&tTo;^cBt©^^SS, 1 - CRF 0^mm^ 

^th. mm^timmm^tom^mm^thtio -^mm (o.2nM) 
0)''' I -CRF tmm^m^Tc^mm^^mcD^n^i^^m-^^^z.tummmn 

;i0WJffi^>&^e>''M -CRF^^<&50%«I^JT^^^moitm(I Cso) 

■€■0?^^. 1 0 0 nM^To I Csom^^timmit^mt. ^nz^sn^sx 

TOCom. No. C7)>fb^tlT$)o fco 

Cora.No. :0 1, 02, 07, 12, 39, 44, 46, 47, 51, 53, 6 
1, 63. 66, 69. 7 2, 78. 79. 87, 88. 89. 93. 97. 1 
0 4. 107. 11 6. 118 

cRF^mmz^\,>m%\iii^^-rit'^mmmnrc. ^n^b 
(D^t^mtcRF-fyim^-r^t^^ibn^mm. m^^to-Dm. ^^m. jjvy 

mm. mm^^'&. x/v^^/v. mmm. Kmisn.. mnm. smfi, 0^0. 
mmmmm\zy^mx$>^o 
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m M 0) ^ m 

1. ^ 





5-8 Romfu^'rtimm^^h. R'\t7Kmmi'X\^c i-s7)]/^)vm^mh. 

Y^-Y'«(R')C = C(R'), (R')C = N, N = N, (R')N-COXlAN = C 

Ci-s7;i/^;^s, Ci-57;i/34^>>*, Ci-5T;i/=^;i/^:t*, hU7;i/:tnp^5" 

z:z.x\ R'tR'\tm-'X\mi3i'DX7i^mmi'x\tci-s7)v^)vm^mL. r' 
«7K^JM^x«Ci-5T;i/^;vs*^b. R'liTK^MT. Ci-57;i'4^;i/S, 

C 1 -5 7;l/=i ^ '>:^ )]/t^:=.)l ^ ^)Vm. tl )VTf^^'y)V:^^)]/mxU-^ C H 2 C O N 

R^UR'') (^4". R''msR'^-m-x\tm^'DX7i^mB.i'X\tci-s7)v^)v 
s^^i-5&\ x\tR''msR'^\t-mzts.'Dxm^t^^muj'tmz^ 
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4. R':^M5";i/»T&0, Y^-Y'7J»^^ (R')C = C(R')T^D, R'RXSR'i)^ 



3'^7p^MTS^b, xnl/^0'^^>M■T, Ci-sTJl/^Jl/S. C i-sTJI/n^^^/S, 

Tg^ns fcf D □ tf u ^ i^ymmi^o 



5. ^ 
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6. ^ 




«An^>M?, Ci-s7)l^)VM. C,-b7}Vu^z^&. Ci-s7)V^)V^:tm. 



7.^ 

CONH2 
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